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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- IInS period for reply is'specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS >«^^^^ communion. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 US.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )^ Responsive to communication(s) filed on 14 January 2003 . 
2a)D This action is FINAL. 2b)IEI This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) KI Claim(s) 1-51.53-55 and 58-68 is/are pending in the application. 

4a) Of the above claim(s) 37-51.53-55 and 58-65 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) KI Claim(s) 1-36 and 66-68 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are: a)0 accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
1 1 )□ The proposed drawing correction filed on is: a)D approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)Q Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) KI Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
Attachment(s) 

1 ) K Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) £3 Information Disclosure Statement(s) (PTO-1449) Paper No(s) 4. 6) □ Other: 
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Application/Control Number: 09/775,517 
Art Unit: 1651 

Election/Restrictions - Status of the Claims 
AppUcanfs election with Averse of Group ... Cairns 19-36 and 66-68 in Paper No. 10, 
ffled !4 January 20O3 is acknowledged. The traversa! is on the ground(s) that the groups 
related as methods of — with the iysosoma! acid lipase (LAL), and several groups , 
Cassifred in ,he same class/subclass so there is no burden. This is not found persuasive because 
,) the severa! different uses of the same composition forms the dear basis for distinctness, 2) 
burden is established no, only on the basis of classification, bu, also on Ore recognition in the art 
that the subject matter is separately searched. Each of these treatments is drawn to distinct* 
different disease, The search for one disease does no, immediately suggest the other diseases. 
That is, a reference disclosing treatment of one disease with mis enzyme wou,d no, render 
obvious treatment of the other diseases. However, the arguments are persuasive with respec, to 
Groups I and II. Accordingly, claims 1-36 and 66-68 are considered on fte merit, 
The requirement is still deemed proper and is therefore made FINAL. 
Claims 37-51, 53-55 and 58-65 are withdrawn from further consideration pursuant to 37 
CFR U42(b), as being drawn to a nonelected invention, .here being no allowable generic or 
Unking claim. Applicant .imely traversed the restriction (e.ection) requirement in Paper No. 10. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

contemplated by the inventor of carrying out his invention. 
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Claims 1-2, 3-8, 16-22, 24-26 and 34-36 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for treatment with lysosomal acid 
lipase (LAL; EC 3.1.1.13), does not reasonably provide enablement for any lipid hydrolyzing 
polypeptide. The specification does not enable any person skilled in the art to which it pertains, 
or W1 th which it is most nearly connected, to makeand or use the invention commensurate in 

scope with these claims. 

The claims are broadly drawn to any lipid hydrolyzing polypeptide, a polypeptide with 
85% homology, or similar activity. However, the disclosure only provides evidence to. 
administration of LAL ,0 UUr -/- rats caused a reduction of atherosclerotic plaques. No other lipid 

hydrolyzing polypeptides were tested. 

There are a large number of lipid hydrolyzing polypeptides or lipases. These enzymes 
catalyze hydrolysis of different kinds of lipid bonds. Most are specific to their respective 
substrates and cleavage sites. Hence, an enzyme that catalyzes hydrolysis of 1,3-trig.ycerides 
does no, catalyze hydrolysis at the 2-posi,ion. Other lipases cleave a, the phosphate or head 
group of phosphatidyl-glycerides. .t goes on from there, In the instant case, the tested enzyme is 
a cho.es.eryl esterase. It would no. be reasonable that enzymes to. are no, specific ,o the 
cholesteryl ester would be expected to cleave this compound. 

The disclosure does not identify those residues tot could be added, deleted, or 
substituted into the LAL sequence and still obtain an enzyme with exactly the same 
antiatherosclerotic properties as LAL and ye. fall within to 85% homology requiremen, 
claimed. A couple of polymorphic alleles have been identified. However, the disclosure indicates 
to, toy do no. have to same activity as LAL. Further, the disclosure has no, identified any 
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Cher peptides w it h "similar activUV .0 LAL. Tta. is insufficient —on disclosed ,0 
Cabtish Cha. tt is on.y .he ca.aly.ic activity of the enzyme Una. should be compared, or even that 
te e are other Upases with the same ca.aly.ic activny as LAL. Since the mechanism expected 
and proposed is that LAL reduces athetotic plauues by virtue of its catalytic activity, a 
Upase lacking this activity would not be expected to function in the claimed manner. I. is 
possible nonetheless, that tire proposed mode, is incorrect or incomplete and that the effect of 
LAL observed is due to some other undiscovered factors, or that the catalytic activity is 
necessary but no. sufficient for the antiatherosclerotic effect. Given the great uncertainties and 
tire .ack of guidance on selecting any other lipase, it would require no. just routine 
experimentation .„ fed Cher sui«able lipases, bu. a complete replication of .he experiment 
procedures wnh any putirtive Upase, similar activity polypeptide or polypeptide with 85% 

would place an undue burden on the person of ordinary ski,, in the art. Accordingly, the clanns 
are no, commensurate in scope with me enabling disclosure witir respec. .o tire lipase. 

Claim Rejections - 35 USC § 103 

* *■ «f t t S f 1 03(a"> which forms the basis for all 
The following is a quotation of 35 U.b.U wim, 

obviousness rejections set forth in this Office action: 

(.Apatent.aynotbeo^^ 

Wction 102 of this title, if the deferences ^^SS^^ «™ the Mention was made to a person 

manner in which the invention was made. 
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daims 1-36 and 66-68 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Chan et a,. (.986), Bond et al. (.99!), Pomerantz e. al. (.993), Walters e. al. (.994) and Escary 
et al. (1998) in view of Coates et al. (1986). 

Chan et al. (1986) disclose that prostaglandins appear to play a role in reducing 
atherosclerosis. Atherosclerosis may result from a decrease in prostacyclin. Prostacyclin 
Emulates cholesterol ester hydrolase (aka, LAL). .. is suggested mat addition of prostacyclin 
would increase this enzyme and thereby help prevent or treat cardiovascular diseases. Chan e, al. 
(1986) lack directly increasing the enzyme by administration of the polypeptide itself. 

Bond e, al. (.991), Pomerantz e, al. (1993) and Walters et al. (1994) each disclose drat 
caicium antagonists reduce the plaoue associated with atherosc.erosis. The calcium antagonists 
increase the activity of cho.estery, ester hydrolase (aka, LAL) and thereby increase clearance of 
cholesterol. The stimulation of this enzyme's activity is considered a contributing factor to the 
reduction of atherosclerosis. Bond e. al. (.99.), Pomerantz et al. (1993) and Walters e, al. (.994) 
lack directly increasing the enzyme by administration of the polypeptide itself. 

Escary et al. (1998) that overcpression of hormone-sensitive lipase stimulates neutral 
cholesterol ester hydrolase (aka, LAL) activity in macrophage foam cells. This results in 
prevention or reversal of cholesterol ester accumulation in the ce..s that form the lesions in the 
arterial walls. Escary et al. (1998) lack directly increasing the enzyme by administfation of tire 
polypeptide itself. 

Coates et al. (1986) disclose that reduced lysosomal acic lipase activity is associated with 
increased risk of atherosc.erosis because inherited deficiencies in this enzyme result in premature 

atherosclerosis. 
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A person of ordinary skill in the art at the time the invention was made would have been 
motivated to directly administer LAL to treat atherosclerosis because each of Chan et al. (1986), 
Bond et al. (1991), Pomerantz et al. (1993), Walters et al. (1994) and Escary et al. (1998) 
establish that mechanisms that increase the levels of LAL activity reduce atherosclerotic plaques 
by enhancing net cleavage of cholesterol esters. 

There are three means of increasing the amount of LAL in a patient in need thereof: 
exogenous addition, induction by secondary agents, and by gene therapy direct or indirect. The 
claimed method is by exogenous addition. Non-elected claims are drawn to gene therapy. The 
relied upon references function by induction by secondary agents. Any person of ordinary skill in 
the art is well aware of these three possible methods. Given the limited to non-existent success of 
gene therapy methods to date, a person of ordinary skill in the art would think to use direct 
addition or stimulation by secondary agents. Coates et al. (1986) established that deficiencies in 
LAL results in increased risk of atherosclerosis, suggesting that remedying the deficiency would 
constitute an effective therapy for atherosclerosis. The results of Chan et al. (1986), Bond et al. 
(1991), Pomerantz et al. (1993), Walters et al. (1994) and Escary et al. (1998) confirm this 
suggestion by demonstrating that increasing LAL activity, albeit by induction by secondary 
agents, reduces atherosclerosis. Accordingly, a person of ordinary skill in the art would be 
reasonably suggested to increase LAL by any reasonable known method. The direct addition of 
exogenous enzyme immediately suggests itself. 

Hence, it would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to directly add LAL to treat atherosclerosis. 
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No claims are allowed. 


Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jon P Weber, Ph.D. whose telephone number is 703-308-4015. 
The examiner can normally be reached on daily, off 1st Fri, 9/5/4. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Wityshyn can be reached on 703-308-4743. The fax phone numbers for 
the organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application op-proceeding 
should be directed to the receptionist whose telephone number is #037306-01! 



P Weber, Ph.D. 
Primary Examiner 
Art Unit 1651 
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